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AB Title corapds. I (wherein X - H, halo; Rl - H, alkyl; R2, R3 - 

independently H, alkyl; NH2R3 - pyrrol idinyl , piper idinyl. morpholinyl, 
alKylpiperazinyl ; Het - (un) substituted pyridinyl, quinolinyl, 
iaoquinolinyl. pyrimidinyl. pyrasinyl, pyridazinyl; their aalta, solvatea 
or hydrates, and pharmaceutical convna.] were prepared aa peripheral 
benzodiazepine receptor Uganda. For example, II«HC1 <m.p. - 
250-352*) waa prepared by condenaation of He 6 -chloro-1 -methyl -IH- 
indole-2-carboxylate with Et 3-chloro-3-oxoprapanoate in DCS in the 
presence of TiCl4 for 12 h at room tecnperature, amidation with 

dimethylamine in 

toluene in the presence of DMAP, cyclization with hydrazine in toluene in 
the presence of catalytic amta. of PTSA, followed by N-arylation of the 
pyridazino(4, 5 -b] indole intermediate with 2- (pyridin-3-yl) -1,3,2- 
dioxaborinane in the presence of pyridine/TEA/cu (OAc)3/mol . aievea. I 
inhibited {3H]Ro5-4B64 binding to the peripheral benzodiazepine receptor 
in vitro with IC50 in the range of t-300 nM. I increaaed neuron survival 
by 10-30% in a facial nerve lesion assay in 4-day old rata. I are uaeful 
as neuroprotectanta for treatment of peripheral neuropathy and 
neurodegenerative diseases (no data) . 
IT ei0768-29-lP, 7-Chloro-S-methyl-4-oxo-l- ( (N.N- 
dimethylaminocarbonyDmethyl] '3 , 5-dihydro-4H-pyridazino [4, 5-b} Indole 
610768-31-5P, 7-Chloro-5-methyl-4-oxo-l- [ ( (4 -methylpiperazin-l- 
yl ) carbonyl) methyl] -3, 5-dihydro-4H-pyridazino|4. 5-b] indole 
RL: RCT (Reactant) ; SPN (Synthetic preparation) ; PREP (Preparation) j RACT 
(Reactant or reagent) 
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AB The invention has as an aim the compds. oC general formula I in which X 
repreeents an atom of hydrogen or halogen? R represents a hydrogen atom 

or 

CI -4 alkyl; R3 and R3 represent each one. independently one of the other, 
a hydrogen atom or Cl-4 alkyl. or R3 and R3 form, with the nitrogen atom 
which carries them, a pyrrolidinyl group, piperidinyl, morpholinyl or 
4-alkylpiperazinyl; and Het represents a heteroarom. group of pyridinyl, 
quinolinyl, isoquinolinyl , pyrimidinyl, pyrazinyl, pyridazinyl; the 
heteroarom. group being able to carry one or more atoms oC halogen and/or 
one or more Cl-4 alkyl. Cl-4 alkoxy; aa bases, additive salts with acids, 
solvates or hydrates; pharmaceutical compne. containing these compds., 
and the 

process for prepn of chem and of intermediates of the synthesis. These 
compds. increase the neuron survival by 10-30% in 4-day old rate. Thus, 
adding 54 g 4-f luoro-2-nitrotoluene in THP to THP-MeOH containing 47 g 
K0CMe3, 

and 61.3 g Et oxalate at -S«, stirring 12 h at room temperature, 
dissolving the resulting K salts in EtOH, adding small portions of BO mL 
HCl at 0*, porcionwise adding 35 g Pe, heating S h at reflux, 
adding 13 mL Hel in HHP to suspension of 7.9 g NaH and 36.1 g resulting 

He 

e-fluoro-lH-indole-S-carboxylate containing 10-30% Et ester in DMP, 
stirring 

13 h, adding 10 g resulting Me 6-fluoro-l-methyl-lH-indole-3-carboxylate 
containing 10-20% Et eater to a mixture containing Et chlorooxoacetate 

6.7. 

1,3-dichloroethane 320 mL, and TiC14 £.6 mL at 0«. Stirring 13 h at 
room temperature, refluxing 0.4 g resulting Et 
6-fluoro-3- (machoxycarbonyl) -l- 

methyl-a-oxo-lH-indole-3 -acetate containing 10-20% 3 -ethoxycarbonyl 
derivative with several drops of HOAc and 0.6 g 3-pyridinylhydrazine in 

EtOH 

for 17 h. and amidating the resulting EC 7-f luoro-5 -methyl -4 -oxo-3- 
{pyridin-3-yl)-3,5-dihydro-4H-pyrida»inol4.5-bJindole-l-carboxylate gave 

I 

(X . F, Ri . R3 - R3- Me, Het - S-pyridinyl) . 
IT S50349-38-7P 550349-41-2P 550349-4S-6P 
550349-47-8P 

RL: RCT (Reactant) ; 8PN (Synthetic preparation) ; PREP (Preparation) ; RACT 
(Reactant or reagent) 
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(precursor; heteroaryldihydrooxopyridazinondolecarboxamide derive, for 
neu roprot ec tan t s } 

RH 550349-38-7 CAPUJS 

CM 3H-Pyridazino{4.5-b] indole- 1-carboxamide, 7-chloro-4. S-dihydro-N,M, S- 
trimethyl-4-oxo- (9CI) (CA INDEX NAME) 
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RH 550349-41-3 CAPLUS 

CN 3H-Pyridazino[4.5-b] indole- 1-carboxamide, 7-£luoro-4, 5-dihydro-N,H, 5- 
trimethyl-4-oxo- (9CI) (CA INDEX NAME) 
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RN 550349-45-6 CAPLUS 

CN Pyrrolidine. 1- I (7-f luoro-4, S-dihydro-5-methyl-4 -oxo-3H-pyridazino [4, 5- 
blindol-l-yl)carbonyl]- {9CI) (CA INDEX NAME) 
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RN 55034 9-47-8 CAPLUS 

CN Piperazine, 1- I (7-chloro-4,5-dlhydro-S-mBthyl-4-oxo-3H-pyridazino[4,5- 
bl indol-l-yl)carbonyll -4-methyI- (9CI} (CA INDEX NAME) 
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